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This International Search Report consists of a total of 4 

PH ,l ls a| so accompanied by a copy of each prior art document cited in this report. 


b. 


Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 

Q the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23.1 (b)). 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 

I I contained in the international application in written form. 

filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readble form. 

the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

the statement that the information recorded in computer readable form is identical to the written sequence listinq has been 
furnished 


□ 
□ 
□ 
□ 
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2. 

3. 


I I Certain claims were found unsearchable (See Box I). 
I | Unity of invention is lacking (see Box II). 


With regard to the title, 

PH the text is approved as submitted by the applicant. 

I I the text has been established by this Authority to read as follows: 


With regard to the abstract, 

|X| the text is approved as submitted by the applicant. 

□ th .i text has been established, according to Rule 38.2(b), by this Authority as it appears in Box III. The applicant may, 
within one month from the date of mailing of this international search report, submit comments to this Authority. 

The figure of the drawings to be published with the abstract is Figure No. 

□ as suggested by the applicant. [X] Non e of the figures. 
I I because the applicant failed to suggest a figure. 

I I because this figure better characterizes the invention. 
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W catalytic anti-Factor VIII allo-antibodies which are capable of degrading Factor VEI and which originate from said method of de- 
^ termination, and of a pharmaceutical composition comprising said anti-Factor Vffl allo-antibody-catalysed Factor VIII degradation 
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been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 


3. This report contains indications relating to the following items: 
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Basis of the report 

II 
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Priority 

III 
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Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

IV 

□ 

Lack of unity of invention 
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Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations suporting such statement 

VI 
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Certain documents cited 

VH 


Certain defects in the international application 

VIII 
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International application No. PCT/E POO/06870 


I. 

1. 


Basis of the report 

With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 17)): 
Description, pages: 


1-21 


as originally filed 


Claims, No.: 

1-27 


as originally filed 


Drawings, sheets: 

1/5-5/5 as originally filed 


2, With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23. 1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 
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□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 
considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 


6. Additional observations, if necessary: 


V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 


Novelty (N) 

Yes: 

Claims 

1-16,20-27 


No: 

Claims 

17-19 

Inventive step (IS) 

Yes: 

Claims 

1-16, 20-27 


No: 

Claims 

17-19 

Industrial applicability (IA) 

Yes: 

Claims 

1-27 


No: 

Claims 



2. Citations and explanations 
see separate sheet 


VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 


VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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The following documents (D) are referred to in this report: 

D1 : C. A. FULCHER ET AL: 'Localization of human factor FVIII inhibitor 
epitopes to two polypeptide fragments.' PROCEEDINGS OF THE 
NATIONAL ACADEMY OF SCIENCES OF USA., vol. 82, November 1985 
(1985-1 1), pages 7728-7732, XP002125713 NATIONAL ACADEMY OF 
SCIENCE. WASHINGTON., US ISSN: 0027-8424 

SECTION V 

1 . Novelty (Article 33(2) PCT) 

1 . 1 The subject matter of claims 1-16 and 20-27 is novel. 

Claim 1 , relating to determining the presence of anti-Factor VIII allo-antibodies 
capable of degrading Factor VIII comprising the detection of degradation of 
Factor VIII by anti-Factor VIII alio antibodies, is not disclosed in the prior art 
documents. 

Claims 13-16 and 20-22, relating to sequences (claims 13-15), peptides (claim 16) 
or inhibitors (claims 20-22) having defined sequences according to claims 13-15 
are not disclosed in the prior art documents. 

Claims 23-27, relating to pharmaceutical compositions including anti-Factor VIII 
allo-antibodies or its inhibitors (claims 23 and 26 respectively) and uses of anti- 
Factor VIII allo-antibodies for the preparation of a pharmaceutical composition 
(claims 24, 25) and inhibitors thereof (claim 27), are not disclosed in the prior art 
documents. 

1 .2 The subject matter of claims 17 to 19 is not novel. 

Claim 17 is related to a degradation inhibitor. Compounds that encompass the 
scope of this claim are mentioned on page 6 (lines 20 to 30) of the description, 
such as PMSF or AEBSF that are commercially available and inhibit the cleavage 
of Factor VIII at certain positions. The existence of these molecules anticipates 


Form PCT/Separate Sheet/409 (Sheet 1) (EPO-April 1997) 
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the subject matter of claims 17-19, since a hitherto unknown property, i.e. 
inhibiton of Factor VIII cleavage by allo-antibodies, cannot render a known 
product, i.e. AEBSF, novel (the Guidelines C-lll 4.8). 

2. Inventive Step (Article 33(3) PCT) 

2.1 The subject matter of claims 1-12 would appear to involve an inventive step. 

D1 is considered to be the closest prior art. D1 (abstract; page 7729, left column, 
8 paragraph) describes the localization of human factor VIII inhibitor epitopes for 
22 allo-antibodies by immunoblotting. Claim 1 differs from D1 in that it relates to a 
method of determining the presence of anti-Factor VIII allo-antibodies by 
determining the degradation of Factor VIII. 

The skilled person, equipped with knowledge of D1 , would never be motivated to 
arrive at the subject matter of claim 1 , since it has not been suggested in D1 alone 
or in combination with any other prior art document that said allo-antibodies 
degrade Factor VIII. The same applies to claims 2-12. 

2.2 The subject matter of claims 13-16, 20-22 would appear to involve an inventive 
step. 

Claim 13-16 and 20-22, relating to specific peptides sequences that are novel 
(see section 2.1), would appear to involve an inventive step, since it has not been 
suggested in the prior art documents that these sequences as part of peptides 
(claims 13-16) or inhibitors (claims 20-22) are capable of inhibiting the 
degradation of Factor VIII. 

2.3 The subject matter of claims 23-27 would appear to involve an inventive step. 

D1 (abstract; page 7732, right column) suggests the use of peptides derived from 
epitopes on Factor VIII and recognized by allo-antibodies as therapeutic agents to 
block inhibition of Factor VIII activity. 

Claims 23 and 24 differ from D1 in that they relate to a pharmaceutical 
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composition comprising an anti-Factor VIII allo-antibody (claim 23) or the use 
thereof in the preparation of a pharmaceutical composition. 

Claims 23 and 24 would appear to involve an inventive step, since the presence of 
degrading anti-Factor VIII allo-antibodies as part of a pharmaceutical composition 
or the use thereof has not been suggested before in the art and implicates a 
functional role of said antibodies by inhibiting pro-coagulant activity faster than 
non-catalysing anti-Factor VIII antibodies (page 13, lines 13-15 of the description). 
For the same reasons mentioned above, also claim 25 involves an inventive step. 

Claims 26 and 27, relating to a pharmaceutical composition containing a Factor 
VIII degradation inhibitor or the use thereof in the preparation of a composition 
would appear to involve an inventive step, since the degradation of Factor VIII by 
an alio antibody has not been suggested in the art and consequently neither the 
use of its inhibitors. 

SECTION VII 

3. Contrary to the requirements of Rule 5.1 (a)(ii) PCT, the relevant background art 
disclosed in D1 is not mentioned in the description, nor is this document identified 
therein. 

SECTION VIII 

4. The use of "preferably" renders the passage "preferably activated with cyanogen 
bromide" in claim 4 non-limiting for the scope of said claim and introduces 
ambiguity in the protection sought and therefore contravenes Article 6 PCT. 

5. In order to meet the requirements of clarity the term "sequence" in claims 13-15 
needs to be replaced by "peptide sequence" Article 6 PCT. 

6. The term "peptide or non-peptide analogue" in present claim 16 introduces 
ambiguity in the scope for which protection is sought and therefore contravenes 
Article 6 PCT. 
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7. The passage "characterized in that it is capable of inhibiting any site in the Factor 
VIII molecule which is susceptible to being lysed by an anti-Factor VIII allo- 
antibody" is defined as results to be achieved and therefore lacks clarity (Article 6 
PCT). It appears possible to define the subject matter in more concrete terms, viz. 
in terms how the effect, i.e. inhibiting any site in the Factor VIII molecule which is 
susceptible to being lysed, is to be achieved (see e.g. the technical features of 
claims 13-15). 

8. The subject matter of claim 17 does not meet the requirements of Article 6 PCT in 
that the subject matter for which protection is sought is not defined. Said claim at- 
tempts to define the subject-matter in terms of the result to be achieved and is not 
allowable, because it appears possible to define the subject matter in more 
concrete terms, viz. in terms of how the effect, i.e. the inhibition of the activity of a 
Factor VIII allo-antibody, is to be achieved (see e.g. the technical features in 
claims 18 and 19). 

9. Claims 24 and 27 suffer from a lack of clarity (Article 6 PCT), because they are 
formulated as second medical indication claims, but are not defined by a medical 
indication. The passage "treatment of a mammal.... in the blood thereof in claims 
24 and 27 defines no medical indication (i.e. disease). 

10. The use of "in particular" renders the passage "in particular for the treatment of a 
mammal suffering...." in claim 27 non-limiting for the scope of said claim and 
introduces ambiguity in the protection sought and therefore contravenes Article 6 
PCT. 
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the subject matter of claims 17-19, since a hitherto unknown property, i:e. 
inhibiton of Factor VIII cleavage by allo-antibodies, cannot render a known 
product, i.e. AEBSF, novel (the Guidelines C-lll 4.8). 

2. Inventive Step (Article 33(3) PCT) 

2. 1 The subject matter of claims 1 - 1 2 would appear to involve an inventive step. 

D1 is considered to be the closest prior art. D1 (abstract; page 7729, left column, 
8 paragraph) describes the localization of human factor VIII inhibitor epitopes for 
22 allo-antibodies by immunoblotting. Claim 1 differs from D1 in that it relates to a 
method of determining the presence of anti-Factor VIII allo-antibodies by 
determining the degradation of Factor VIII. 

The skilled person, equipped with knowledge of D1, would never be motivated to 
arrive at the subject matter of claim 1 , since it has not been suggested in D1 alone 
or in combination with any other prior art document that said allo-antibodies 
degrade Factor VIII. The same applies to claims 2-12. 

2.2 The subject matter of claims 13-16, 20-22 would appear to involve an inventive 
step. 

Claim 13-16 and 20-22, relating to specific peptides sequences that are novel 
(see section 2.1), would appear to involve an inventive step, since it has not been 
suggested in the prior art documents that these sequences as part of peptides 
(claims 13-16) or inhibitors (claims 20-22) are capable of inhibiting the 
degradation of Factor VIII. 

2.3 The subject matter of claims 23-27 would appear to involve an inventive step. 

D1 (abstract; page 7732, right column) suggests the use of peptides derived from 
epitopes on Factor VIII and recognized by allo-antibodies as therapeutic agents to 
block inhibition of Factor VIII activity. 

Claims 23 and 24 differ from D1 in that they relate to a pharmaceutical 
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composition comprising an anti-Factor VIII allo-antibody (claim 23) or the use 
thereof in the preparation of a pharmaceutical composition. 

Claims 23 and 24 would appear to involve an inventive step, since the presence of 
degrading anti-Factor VIII allo-antibodies as part of a pharmaceutical composition 
or the use thereof has not been suggested before in the art and implicates a 
functional role of said antibodies by inhibiting pro-coagulant activity faster than 
non-catalysing anti-Factor VIII antibodies (page 13, lines 13-15 of the description) 
For the same reasons mentioned above, also claim 25 involves an inventive step. 

Claims 26 and 27, relating to a pharmaceutical composition containing a Factor 
VIII degradation inhibitor or the use thereof in the preparation of a composition 
would appear to involve an inventive step, since the degradation of Factor VIII by 
an alio antibody has not been suggested in the art and consequently neither the 
use of its inhibitors. 

SECTION VII 


3. 


Contrary to the requirements of Rule 5.1(a)(ii) PCT, the relevant background art 
disclosed in D1 is not mentioned in the description, nor is this document identified 
therein. 


SECTION VIII 


The use of preferably" renders the passage "preferably activated with cyanogen 
brom.de in claim 4 non-limiting for the scope of said claim and introduces 
amb.gu.ty in the protection sought and therefore contravenes Article 6 PCT. 

In order to meet the requirements of clarity the term "sequence" in claims 13-15 
needs to be replaced by "peptide sequence" Article 6 PCT. 

The term "peptide or non-peptide analogue" in present claim 16 introduces 
ambigurty ,n the scope for which protection is sought and therefore contravenes 
Article 6 PCT. 
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The following documents (D) are referred to in this report: 

D1: C. A. FULCHER ET AL: 'Localization of human factor FVIII inhibitor 
epitopes to two polypeptide fragments.' PROCEEDINGS OF THE 
NATIONAL ACADEMY OF SCIENCES OF USA., vol. 82, November 1985 
(1985-1 1), pages 7728-7732, XP002125713 NATIONAL ACADEMY OF 
SCIENCE. WASHINGTON., US ISSN: 0027-8424 

SECTION V 

1 . Novelty (Article 33(2) PCT) 

1.1 The subject matter of claims 1 -1 6 and 20-27 is novel. 

Claim 1 , relating to determining the presence of anti-Factor VIII allo-antibodies 
capable of degrading Factor VIII comprising the detection of degradation of 
Factor VIII by anti-Factor VIII alio antibodies, is not disclosed in the prior art 
documents. 

Claims 13-16 and 20-22, relating to sequences (claims 13-15), peptides (claim 16) 
or .nhibitors (claims 20-22) having defined sequences according to claims 13-15 
are not disclosed in the prior art documents. 

Claims 23-27, relating to pharmaceutical compositions including anti-Factor VIII 
allo-antibodies or its inhibitors (claims 23 and 26 respectively) and uses of anti- 
Factor VIII allo-antibodies for the preparation of a pharmaceutical composition 
(claims 24, 25) and inhibitors thereof (claim 27), are not disclosed in the prior art 
documents. 1 

1 .2 The subject matter of claims 1 7 to 1 9 is not novel. 

Claim 17 is related to a degradation inhibitor. Compounds that encompass the 
scope of this claim are mentioned on page 6 (lines 20 to 30) of the description 
such as PMSF or AEBSF that are commercially available and inhibit the cleavage 
of Factor VIII at certain positions. The existence of these molecules anticipates 
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